

relate to oligonucleotides that 

The claimed methods and pharmaceutical commons 

^ftViP readine frame of Sby ^ r^^> 
one of the first six codons of the reading ^ 

. with the claimed invention, the specification previa 
SEQ ro KOa, , a— * ^ tumor Kiis 

" Kne6md pagel5 , line25 ,,o 

(see, .he instant speeif.ca.ion a. page 14, hne .6, .o page 15, 

page 16, line 33). strategic sites of 

• a homers of the claimed invention hybnd.ze to spec 
Th e anncode obgomers ^ ^ ^ ^ 

theW - 2 gene. The spee.f,c,ion provtdes .ha, W o ^ 

Th ese — sites" ate clearly deftned h y the spec,.ca..on - 

— 1 ide^plesof 
„ , lines 4.6 of .he instant spec.ftcat.on), other preterr 
lymphoma cell (p. 46, lines ^ 

• f ,he be,-2 gene to be «arge.ed include .he ,ransla«.on ,n,.,a.,on s,e, spl 
reg,o„ S of,ebc,2 S p . 13 of .he instant speci— and 

splice acceptor sequence of SEQ ID NO. ( 3of , heinstarit 

. . ^ ihr S'-caD region of Sb^? ^ 

the translation ini„a..o„ s,.e or .he 5 g 

sp ec,f,ca.ion). The speciflcanon provides evdence of .he eff y 

• •♦«, „f the bcl-2 gene. Examples 2-18 ot me 

spec,f,ca.,on prov.de data torn ^ 
effica eyo f .hec,ai m edo,,gonnc,eo.,desinredn,ngU,e,ee, 

11 ?1 S 7 of the specification). ineudw 6 
• wimlar lymphoma cells (pp. 21 0 / oimc v 

cells, in particular iymp invention to 

te ce„ based assays demons.ta.es .he ab,,y of ,e an.,se„se oh ome , 

p.rmeateacrossthememb.aneofe— ^^^..^ 

■ , • hihit the growth of a variety of tumor cells. The specit 
form and effectively inhibit the grown 



NY 2 - 1409787-1 

-2- 



effect" of the antisense oligomers is confirmed by the complete inability of the control sense 

oligomers to affect cell growth. 

Further, the efficacy of the claimed invention as demonstrated in cell based assays has 
been confirmed by the post-filing art. In particular, it has been shown that the pharmaceutical 
compounds and methods of the instant invention reduced tumor mass and led to an 
improvement in symptoms for cancer patients. (Webb et al., 1997, Lancet 349:1 137-41). 
Moreover, Delihas has described numerous clinical trials that are underway on various types 
of cancer using the compositions and methods of the instant invention. (Delihas, 2001, Curr. 
Drug Targets 2:167-80). These studies confirm that the antisense oligomers of the invention 
can be used to treat cancer patients when used in accordance with the teaching of the 
specification. These studies further confirm that one skilled in the art would be able to follow 
the teaching of the specification and use the cell based data provided therein to treat cancer 
patients with the claimed oligomers without undue experimentation. In order to satisfy the 
enablement requirement, a considerable amount of experimentation is permissible and not 
considered undue, so long as it is merely routine. See In re Wands, 858 F.2d 73 1 , 8 
U.S.P.Q.2d 1400, 1404 (Fed. Cir. 1988). Applicant reasserts that the claimed invention is 
fully enabled, and should not be precluded by the necessity for some experimentation 
involving routine screening and testing. See Hybritech Inc. v. Monoclonal Antibodies, Inc., 
802 F.2d 1367 (Fed. Cir. 1986). Applicant respectfully submits that the expectation of success 
for identifying useful bcl-2 antisense oligonucleotides of 10 to 40 bases in length targeted 
againsl the strateg y cit»« nf SF.O ID NO:19 is no less than testing an array of hundreds (or 
thousands) of hybridomas to identify one useful monoclonal antibody, and thus the claimed 
invention is clearly within the purview of the skilled artisan. See Hybritech Inc. v. Monoclonal 
Antibodies, Inc., 802 F.2d 1367 (Fed. Cir. 1986). In fact, the instant technology often permits 
the identification of several antisense sequences involving screening of only a few dozen 
candidate sequences. 
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According to the M.P.E.P., "the courts have repeatedly held, all that is required is a 
reasonable correlation between the activity and the asserted use." § 2107.03 (I) (emphasis 
added). Applicant asserts that the instant specification provides objective scientific data 
demonstrating antisense activity that reasonably correlates to in vivo applications. In fact, 
such assays are routinely used in the art of antisense technology to identify and test antisense 
oligonucleotides for human treatment. Using the methods of the instant invention, the post- 
filing art confirms this correlation. Thus, the teachings of the instant specification, in 
combination with the state of the art as of the filing date, fully enable the claimed invention. 

In summary, the claims are drawn to the treatment of cancer in humans, and the 
claimed oligonucleotides now target "strategic sites" of SEQ ID NO: 19, which are fully 
described by the specification. These strategic sites are identified by the specification and the 
post-filing art as effective targets to decrease the level of bcl-2 and kill human cancer cells. 
Since the art at the time of filing provides, inter alia, methods of administration, dosing and 
toxicity assays, and the post-art documents human treatment using pharmaceutical 
compositions comprising antisense oligonucleotides of the instant invention, the invention is 
fully enabled under 35 U.S.C. § 1 12. As such, Applicant respectfully requests that the 
rejections under 35 U.S.C. §112, first paragraph be reconsidered and withdrawn. 
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CONCLUSION 



Applicant respectfully requests entry of the foregoing remarks into the file of the 
above-identified application. Applicant believes that each ground for rejection or objection 
has been overcome or obviated, and that all of the pending claims are in condition for 
allowance. Applicants respectfully request consideration of the pending claims and 
withdrawal of the rejection. An early allowance is earnestly sought. 
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